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AB The present invention relates to benzodioxoles (shown as I; variables 
defined below; e.g. 1- [ (2, 2-diphenylbenzo [ 1, 3] dioxol-5- 
yl) sulfonyl]piperidine) and pharmaceutical^ acceptable salts thereof. 
The compds. are useful for the treatment and/or prophylaxis of diseases 
(e.g. obesity (no data)) that are associated with the modulation of CBl 
receptors. Cannabinoid CBl antagonistic activity (IC50) of 12 examples o 
I is tabulated, e.g. <2 uM for 1- (2 , 4-dichlorophenyl) -4- (2 , 2- 
diphenylbenzofl, 3 ] dioxole-5-sulfonyl ) piperazine . For I: Rl and R2 = 
unsubstituted Ph, or Ph which is mono, di- or trisubstituted, 
independently, by hydroxy, lower alkyl, lower alkoxy, perf luoro-lower 
alkyl, perfluoro-lower alkoxy, alkanoyl, cyano, nitro or halogen; or Rl 




I 



IN 1, 3-Benzodioxole-5-sulfonamide, 2,2-bis (2, 4-dif luorophenyl) -6-f luoro-N- 

' [ (2S)-2-(methoxymethyl)-l-pyrrolidinyl]- (9CI) 
MF C25 H21 F5 N2 05 S 

Absolute stereochemistry. 
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**PR0PERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 



and R2 together with the C atom to which they are attached form a 
10 , / ll , -dihydro-2 / 5 ! -(5H)dibenzo[a,d]cycloheptene residue. R3 and R4 = H, 
halogen, hydroxy, lower alkyl, lower alkoxy, perf luoro-lower alkyl, 
, alkanoyl or cyano; R5 is H, lower alkyl, lower alkylsulf onyl, cycloalkyl 
lower alkyl or hydroxy-lower alkyl. R6 is Y-R8, lower alkyl, lower 
alkoxy, hydroxy-lower alkyl, lower alkoxy-lower alkyl, lower 
alkylaminocarbonyl-lower alkyl, heterocyclyl, cycloalkyl, Ph or Ph lower 
alkyl; or R6 is H when X is -C(0)- or -S02-; or R5 and R6 together with 
the N atom to which they are attached form a 4-7-membered monocyclic or a 
8-, 9-, 10-, or 12-membered bicyclic, (un) saturated heterocyclic ring which 
may optionally contain one or two further heteroatoms = O, N and S, said 
heterocyclic ring being optionally mono, di- or trisubstituted, 
independently, by lower alkyl, lower alkoxycarbonyl, hydroxy lower alkyl, 
lower alkoxy-lower alkyl, di-lower alkyl carbamoyl, carbamoyl, lower 
alkylcarbonyl amino, oxo, dioxo, alkanoyl, amino lower alkyl, hydroxy, 
lower alkoxy, halogen, perf luoro-lower alkyl, cyano, heteroaryl, or by Ph 
or Ph lower alkyl. R7 is H, halogen, lower alkyl or cyano; R8 is Ph, 
cycloalkyl, heterocyclyl or heteroaryl; X is a single bond, -CH2-, -C(O)-, 
-S02- or -S02NH-; Y is -CH2-, -C(O)-, -NH- or -S02-; addnl . details are 
given in the claims. Methods of preparation are claimed and >250 example 
prepns. are included. For example, 1- [ (2, 2-diphenylbenzo [ 1, 3] dioxol-5- 
yl) sulfonyl]piperidine was prepared in 52% yield from 2,2- 

diphenylbenzo[l,3]dioxole-5-sulfonyl chloride and piperidine in CH2C12 in 
the presence of EtiPr2N. In another example, 1- [ [2- (4-chlorophenyl) -2- (p- 
tolyl)benzo[l, 3] dioxol-5-yl] sulfonyl] -4- ( 4-f luorophenyl ) -1, 2, 3, 6- 
tetrahydropyridine was prepared by cyclization of 4-chlorophenyl-4- 
methylphenyldichloromethane with 4- [ [ 4- ( 4-f luorophenyl ) -3 , 6-dihydro-2H- 
pyridin-l-yl] sulfonyl] benzene-1, 2-diol . 
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AB Inspired by the modest success of a phenoxyphenylacetic acid biphenyl 
tetrazole replacement, 1, 3-benzodioxole-2-carboxylates and 

1, 3-benzodithiole-2-carboxylates (I, R = O or S) and their resp. tetrazole 
analogs (II, R = O or S) were investigated as angiotensin II ATI receptor 
antagonists. These compds . , essentially conf ormationally restricted 
analogs of the phenoxyphenylacetic acid series, were quite potent in 
vitro. 
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AB Title compds. I (Rl = (substituted) Cl-6 alkyl, -C2-6 alkenyl, -C2-6 
alkynyl, -aryl, -heteroaryl, Cl-4 perf luoroalkyl, (Cl-4 alkyl) -C3-8 
cycloalkyl; A1-A4 = CR4 : CR4CR4 : CR4, CR4 : CR4CR4 : N, N : CR4C 1 R4 : CR4 , 
CR4:NCR4:CR4, CR4 : CR4N : CR4 , etc. wherein R4 = H, (substituted) alkyl, 
-C2-6 alkenyl, -Cl-6 alkynyl, aroyl, C3-7 cycloalkyl, halo, F3C, H03S, 
etc.; R6 = H, Cl-4 alkyl, (substituted) Ph, -naphthyl; R9, R10 = H, halo, 
02N, Cl-8 alkyl, C2-4 alkenyl, C2-4 alkynyl, Cl-4 alkoxy; E = bond, 0, 
S(0)n(CH2)s wherein n = 0-2; s = 0-5; y = 0, 1; X = O, S; Z = H02C, 
5-tetrazolyl, F3C02SNH, 5-tetrazolylcarboxamide, etc.) or a salt thereof, 
showing antidepressant, enhancement of cognitive function, anxiolytic, 
antipsydiotic, and antihypertensive activity, are prepared Et 
benzylformate, PC15 and 4-methycatechol were reacted to Et 
5-methyl-2-phenyl-l, 3-benzodioxole-2-carboxylate which converted to the 
5-bromomethyl derivative reacted with 2-butylbenzimidazole and the product 
treated with NaOH to give I (Rl = Bu, Al A4 = CH:CHCH:CH, E = bond, R6 = 
R9 = R10 = H, X = 0, y = 0, Z = H02C) . 
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AB Inspired by the modest success of a phenoxyphenylacetic acid biphenyl 
tetrazole replacement, 1, 3-benzodioxole-2-carboxylates and 

1, 3-benzodithiole-2-carboxylates (I, R = O or S) and their resp. tetrazole 
analogs (II, R = 0 or S) were investigated as angiotensin II ATI receptor 
antagonists. These compds . , essentially conf ormationally restricted 
analogs of the phenoxyphenylacetic acid series, were quite potent in 
vitro . 
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benzodioxol-5-yl ] methyl] -2-propyl- (9CI) (CA INDEX NAME) 
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AB Title compds. I (Rl = (substituted) Cl-6 alkyl, -C2-6 alkenyl, -C2-6 
alkynyl, -aryl, -heteroaryl, Cl-4 perf luoroalkyl, (Cl-4 alkyl) -C3-8 
cycloalkyl; A1-A4 = CR4 : CR4CR4 : CR4 , CR4 : CR4CR4 :N, N : CR4C 1 R4 : CR4 , 
CR4:NCR4:CR4, CR4 : CR4N : CR4 , etc. wherein R4 = H, (substituted) alkyl, 
-C2-6 alkenyl, -Cl-6 alkynyl, aroyl, C3-7 cycloalkyl, halo, F3C, H03S, 
etc.; R6 = H, Cl-4 alkyl, (substituted) Ph, -naphthyl; R9, RIO = H, halo, 
02N, Cl-8 alkyl, C2-4 alkenyl, C2-4 alkynyl, Cl-4 alkoxy; E = bond, O, 
S(0)n(CH2)s wherein n = 0-2; s = 0-5; y = 0, 1; X = O, S; Z = H02C, 
5-tetrazolyl, F3C02SNH, 5-tetrazolylcarboxaniide, etc.) or a salt thereof, 
showing antidepressant, enhancement of cognitive function, anxiolytic, 
antipsydiotic, and antihypertensive activity, are prepared Et 
benzyl formate, PC15 and 4-methycatechol were reacted to Et 
5-methyl-2-phenyl-l, 3-benzodioxole-2-carboxylate which converted to the 
5-bromomethyl derivative reacted with 2-butylbenzimidazole and the product 
treated with NaOH to give I (Rl = Bu, Al - A4 = CH:CHCH:CH, E = bond, R6 = 
R9 = RIO = H, X = 0, y = 0, Z = H02C) . 
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